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UNITEDSTATES ENVIRONMENTAL PROTEC.JN AGENCY L

pate: January 3, 1978

sussect:  Pramitol 80 WP EPA Registration #100-536 =
Caswel149€ l -
emow:  Krystyna K. Locke ‘2 - \ ) S GEWLI/SIT ™
Toxicology Branch f\r{)\r \/gc/\a/_/ g / comiras ¥ .
yo. Robert J. Taylor, (25) . "
Action Type: Updating of files and aoproval of sigral word and :
precautionary statesents. \ :
Ciba-Geigy Corporation submitted 5 acute toxicity studies in support -~
of the safety of the herbicide Pramitol 8C P, an 80~ formulatien of .
prometon. These studies and their toxicity classification form the ’
basis for .determining the appropriate sicmal word, warning and : .
precautionary statements for the product Tabel. The studies arn - i
summarized below. -
- Dose Exposure |Observa- LD,S0 Toxicity
Study Animals Levels Hrs. “jon, Days J-Eéff?orlj‘ ‘.-
. Fcuté . |50 rats | 500,1000, - 15 | 200 | 1E3 | T
Oral 2000, 930 ¢ ' |
3000 mg , ‘
per kg .
i Acute h2.rabbits | 1000,2500, 24 14 10009 73 -
Dermal 5009, mg ner %
10000 mg Ka .
per kg .
Eye Irrita-| 3 rabbits | 100 mg 30 sec.] 7 - i 1.
tion 6 rabbits | 100 mg 28
skin Irrital 6 rabbitg 0.5°al 22 3 - 1i7 o
tion ° | b
Inhalation | 10 rats| 3260 mg a 1 >3.26 ma Tl N
¢ > . per m3. per liter .
R S AT
{‘l' *Conducted by the industrial Bio-Test Laboratories, Incorporat&d_-. FZ
A1l of these studies but one, the inhalation study, were initially H
- submitted to the EPA on 12/18/73, in order to support the reqistration = .
Pramitol 80 W, another prozetcn formulation. A product jdentifiad as Y
GA-2-522 Pramitol 80 W was the test compound in these studies. & wrocduct
jdentified as Prometon Technical (FL-761144) 97% (ARS 1899/76) was the .
test compound in the currently-submitted inha ation study. :
. : '
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"A. Unde¥ Hazards to Humans and Domestic Animals.

- o 000711

The inhalation study (report dated £/13/76), conducted by the Industrial

‘Bio-Test Laboratories, conforms to the core-minimum data requirerments.

Since prometon, 2,4—bis(isopropyﬂ«amino)-G—methoxy-s-triazine, is an
active ingredient and a major comstituent of Pramitol 80 WP, this rewiewver
accepts the study with prometon for Pramitol 80 WP. The four remainino
studies (report dated 10/15/73}. conducted by the Food and Research
Laboratories, meet the reaquirements of the core-guideline category. The
RPAP criteria were not exceeded in any of these studies.

Pramitol 80 Y formulation is an eye jrritant (toxicity catecorv [I} and the
label proposed by Ciba-Geigy far Pramitol 80 YP contains the asproprriate
word, WARNING. The formulation is moderately toxic (catecory I11) vhen
ingested, inhaled (Prometon Techmical used) or vhen it comes im cConfact

with skin, and this is reflected in the precautionary statements. Th=2se
statements list numerous hazards to humans, domestic animals amd environmemt.
A first aid treatment is alo included.

Both the signal word and the precauticnary statements are acceptabhle as
proposed by Ciba-Geigy. In regard to the precautionary staterents, tne
following additions are suggested:

\Uash clothing before reuse.

BEST AVARLABLE C0PY ]

Studies

1. Bcute COral Toiicity (50 rats), Procedure

Four groups of Sherman-Wistar rats {weighina 200-300 q), 5 males anrd

5 females per groun, received siaple doses of Pramitol 80 ¥ at the
following dose levels {mc/kg of Lody weight): 500, 1000, 2000 and 3010,
The formulation was qiven as a 10% {w/v) suspnension in 12 aquccus
carboxy-methyicellulose (CMC), in volumes ranging frem 5 ml to 30 mi/ke
of body weight. The controls (5 males and 5 females) received °°C,

30 ml/kg of body weight. The rats were ohserved continuously durino the
first 4 hours after dosing and once daily thereafter for a total of

14 days. A1l of the animals were necroosied shortly after death nr at
the end of the observation meriod. Mortality data were evaluate”
according to the method of Litchfield and Yilcoxon.

Results

lione of the male rats died 2t the 1000 mg/ka dose level, wiereas all of
them died at the 3000 mg/kz level. The mortality in the fazmale ratfs
occurred at all levels of dosing, vith all of the animals dving at the
2000 mg/kg level. A1l of tfe deaths occurred within 24 hours after
dosing. The following toxic symptoms were noted:

a)s Belly-drag, in both sexes. A
b)mﬁﬁeﬁhargy and pilo-erection, in females only. '
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c) Prostraticn, salivation, writhing, tremors, muscular spasm and
convulsions, in females only at the 3000 ma/ka dose level.

Hecropsy on the mon-surviving animals revealed a gastrointestinal

. inflanmation, whereas no abnormalities were detected in the survivors of
the Pramito] treatment. The LD., values and the 957 confidence limits,
hoth expressed as mg/kg of body weicht, were as follows:

Rats _Lng Confidence
= _Limits

Mates 2109 1590-3000

Fermales 930 600-31450

Based on the LD values, Pramitol 80 ¥ falls into the toxicity cateqory 11T,
This study meet¥“the reauirements of the core~-quideline category.

2. Pcute Dermal Toxicity (32 rabbits), Procedure

A 50% (whv) suspension of Pramitol 80 U in 0.5% CNC was applied to the
hairless.backs of rabbits, using 4 males and 4 females per dose ]nvel.
Four levels were used (ra/ke of body veioht): 1002, 250@, 5000 and
10000. Each ratbit weighted about 2.5 %a. The skin of 2 male an® ?
female rabbits was abraded. After a 24-%our exocsure, the skin was
cleansed with waler and the animals were observed for 14 davs.

-

Results

Hone of the ratbit died and all of them gained weight. o obmormal beravics
or toxic symptcms were noted during the expcsure or after i‘s terminatien,
There was no edema and no abnormalities in the internal nrgans were

detected at necropsy. A moderate genralized ervthema, noted inmediatelly
after exposure, disappeared within 48 hours after discontinuing the expnsure.

Comment

Since the rabbits survived the 100C0 mg/kg dose level and the 14-day okserva-
tion period, the acute dermal LDSQ is, therefore, _>>1C000 ma/Yo of todv
weight. The compound falls into the toxicitv cateaorvy III. The study emate

the requirements of the core-auideline cateqery.

3. Eye Irritation Study (9 rabbits),

BEST AVAILABLE COPY

In this study Pramitol 80 W was tested as suonlied, in *he farm c° a
aray po-der. The formulation. 190 mg, was nlaced inte the conjunctival
sac Of the right eye of ¢ rabkits. The eyes of 6 rahbits wern then left
unwashed (Geoup I), whereas the eyes of I rabbits were wachnd with water
after 30 seconds of exposure (Srour II). The eves of all animals vere
examingd at 1; 23, 48 and 72 hours, and then daily, for 7 davs after it
treatment. The appearance of eves was evaluated by the Craize nrocpdiire.
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 In the case of Group I (1ong exposure), the initial symptoms {corneal

_opacity, conjunctival redness, chemosis, discharge) cisappeared :-ithin b
the 7-day observation period. In the case of Group II (short exnosure), -

. ‘all of the symptoms disapoeared with 24 hours of the termination eof the -
exposure. It was concluded that Pramital was an eye irritant aand that 5.

flushing the eyes with water alleviated damage to ocular tissues.

Comment

Pramitol 80 W falls into the toxicity category 1I. This study conforms
to the core-auideline data requirements.

Primary Skin Irritation (6 rabbits).

Procedure

Pramitol 80 ¥, 0.5 ml of a 50% {s/w) suspemsion in 1% CMC, was
applied to the hairless backs of 6 rabbits for 24 hours. One of the
test sites on each rabbit was abraded. The unwashed skin =as then
examined fer both erythema and edema at 24 hours and 72 hours after
exposure.

e

Results

At 72 hours, no irritation was found on the intact skin. A&t the

abraded skin, paTe-red erythema was noted in all of the animals

and a slight edema was observed in 4 out of the 6 abraded sites.

Based on an index of 2.16, obtained for both intact and ahraded

<kin, Pramitol was considered a mild skin jrritant. However, it was _
concluded that Pramitol was not & primary jrritant of sufficient

magnitude to require cautionary Jlabeling.

Comment

Pramito]l falls into the toxicity category 11i. This study can ke
accepted as the core-guideline data.

Acute Inhalation Study (iO rats). i pest “A“.ABLE CUPY

This "study wa; conducted bv the Industrial Bio-Test Laboratories, Inc.
(IBT No. 8562-09297; 8/13/76).

Procedure

Five male and 5 female young aduit rats of the Charles River strain

were continuously expcsed to a dust aerosol of Technical Prometon*,

in an 89-1iter chamber. The determined concentration of Prometon

in the vicinity of the animals was 3260 mglm3. The size =7 PMrometonr
dust%nartic]e was 1-10C microns {34.75%) ard 11-30 microns (65.257).

Fo]T@fing the 4-hours exposure, the animals vere gbserved for 14 .

daysgand then they were necropsied. %
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*The compound used was jdentified as Prometon Tachnical (FL-7€1144) @77
(ARS 1899/76). Frometon (e} is another name for Pramitol (Ciba-feiny ——
. trademark), according to Pesticide Index (1978). ..

ngults P

~ Salivation was noted in all of the animals, nut it disappeared within ;';
18 hours after termination of the exposure. Ptosis, observed in 5 -
animals, subsided immediately after removal of the animals from the - Lf
chamber. There were no deaths and no pathologic aiterations vere i

found at necropsy. The body weight gain was 113 f for male and 30 g

for female rats, respectively. The LC., value is 3.26 mg/liter, basad f J
on gravimetric deterr natiom of the ae?gsol sampled in the immediate -t
vicinity of the animais and the fact that none of the animals died. ;:
i,
Comment '
Prometon falls into the toxicity.category III. This study rmeets tﬁe . E.
cnre-minimun data recuirerents. v o
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